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Description 

This invention relates to products for hormonal treatment for menopausal (including perimenopausal and post- 
m enopausal) disorders in women, and particularly for a treatment involving the continuous administration of a pro- 
5 gestagen in conjunction with an estrogen. The invention further relates to a pharmaceutical composition comprising 
selected dosage units of progestogen and estrogen. In another aspect, the invention is concerned with a regimen com- 
prising the continuous administration of progestogen in conjunction with the cyclical administration of estrogen and to 
a mutti -preparation pack containing selected dosage units of progestogen and estrogen and particularly adapted to 
such regimen. 

w Pertmenopausal (i.e. over approximately forty years of age), menopausal and post-menopausai women frequently 
experience a large variety of conditions and disorders which have been attributed to estrogen deprivation due to ovarian 
failure. The duration of these disorders can be extremely variable, and include hot flushes which can be devastating in 
some women and very mild in others. Dryness of the vagina associated with susceptibility to minor infections, and fre- 
quently associated with discomfort during intercourse, is another symptom which may be directly related to the 

is decrease in estrogen availability. 

in a long-term sense, one of the most health-threatening aspects of the menopause is the loss of mineral from bone 
(osteoporosis) which produces a decrease in bone mass and generates a serious risk of fractures. For example, evi- 
dence exists that there is a six-fold increase in fractures in post-menopausai women as opposed to men of the same 
age (Garraway et al, Mayo Clinic Proceedings, 54. 701-707, 1979). These fractures, of course, carry a high complica- 

20 tion rate among older people, a marked increase in disability and general morbidity, and certainly an increased risk of 
mortality. 

Another serious health-threatening aspect of the menopause is the impressive loss of protection against heart 
attacks which is enjoyed by younger women up to the age of 60, when compared to men of the same age. The steep 
increase in mean serum cholesterol concentration which occurs around the menopause (during the fourth and fifth dec- 
aff ades) may contribute importantly to the progressive increase in death from ischemic heart disease in older women. In 
the eighth and ninth decades, the incidence of deaths from ischemic heart disease approaches that of men (Havtik. R.J. 
and Manning-Fetnleid. PH. 1979. NIH Publication No 79-1610. U.S. Department of HEW). 

In addition to the above-mentioned major physical problems, some women experience a larger variety of other 
symptoms ranging from depression, insomnia, and nervousness, to symptoms of arthritis and so forth. 

30 It is generally agreed that estrogen is the most effective agent for the control or prevention of menopausal flushes 
and vaginal atrophy. It is effective in retarding or preventing the appearance of clinical evidence of osteoporosis. In 
appropriate doses, when combined with dl-norgeslrei (or laevo-norgestrel), a favourable effect upon blood lipids is also 
seen. Problems with estrogen therapy do exist, however, and have been widely explored and documented in the med- 
ical literature. The means by which estrogen has been administered, generally speaking, involves either the use of 

38 estrogen alone or estrogen plus a progestogen. 

Estrogen alone, given in small doses on a continuous basis, is effective in most patients for the control of the above 
symptoms and problems associated therewith. However, although the vast majority of women taking continuous low- 
dose estrogen will not have bleeding for many months or even years, there is a distinct risk posed by this routine of 
silently (i.e. exhibiting no overt symptoms) developing "hyperplasia of the endometrium". This term refers, of course, to 

40 an overstimulation of the lining of the uterus which can become premalignant, coupled with the possibility that the 
patient will eventually develop cancer of the uterine lining even under such a low-dose regimen (Gusberg et at, Obstet- 
rics and Gynaecology. 17- 397^412. 1961). 

Estrogen alone can also be given in cycles, usually 21 -25 days on treatment and 5-7 days of? treatment Again, if 
small doses of estrogen are required to control the symptoms and it is used in this fashion, only about 10% of women 

49 will experience withdrawal bleed ng between the cycles of actual treatment However, one must again be concerned by 
the risk of developing endometrial hyperplasia and by the increased relative risk of developing cancer of the uterus 
(Research on the Menopause: Report of a W.H.O. Scientific Group. 53-68, 1981). 

The addition of progestogen for the last 7-10 days of each estrogen cycle will virtually eliminate the concern about 
developing endometrial hyperplasia and probably reduce the risk of developing endometrial carcinoma below that of the 

so untreated general population. However, withdrawal bleeding will occur regularly in this routine and this is highly unac- 
ceptable to most older women (Whitehead, Am. J. Obs/Gyn.. 142, 6, 791 -795, 1 982). 

One example is described in GB- A-2096462 , which relates to a product for the treatment of menopausal symptoms 
in which the product is administered in a multi-phase sequence comprising administering estrogen alone, followed by 
adnirttstering estrogen and progestogen, followed by a phase where neither estrogen nor progestogen is administered. 

55 Still another routine for estrogen administration would involve a formulation such as those found in birth control pills 
which contain relatively small doses of estrogen over the full 20-21 day treatment cycle, plus very substantial doses of 
potent progesto g ens over the same period of tima This routine, of course, not only produces withdrawal bleeding on 
each cycle, but is further unacceptable because such formulations have been shown to carry an i ncr eased risk of devel- 
oping arterial complications such as stroke or myocardial infarction in older women about the age of 35-40. This is 
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especially true rl the individual is a smoker of cigarettes (Plunkett Am. J. Obs/Gyn. 142. 6, 747-751, 1982). 

Therapeutic regimens employing a progestogen alone require relatively targe doses in order to control hot flushes. 
Moreover, use of a progestogen alone does not prevent atrophy of the vaginal mucosa, although it may hefc to prevent 
osteoporosis. However, a progestogen administered in large doses, together with targe amounts of a synthetic estro* 
5 gen, induces changes in blood lipids which may promote arteriosclerotic changes and have been implicated in the 
appearance of strokes and myocardial infarction among women taking oral contraceptives in their later reproductive 
years, (Plunkett. supra). 

Treatment of menopausal symptoms is also described in Acta Obstet Gynecol Scand 59, page 327*329 (1980), 
where a pilot study was carried out using different treatments comprising administering estradiol valerate and norg- 
w estrel or norethisterone acetate. Generally the regimens described contain high levels of progestogen. One regimen 
described is the continuous administration of 2mg estradiol valerate and 1 mg norethisterone acetate, dairy. However, it 
is explained that for this particular combination, the continuous regimen is unacceptable clinically due to irregular spot- 
ting. 

The present invention provides a novel therapeutic method and product involving the use of low dosage levels of 
is estrogens and progestogens, which method is designed to avoid or minimize bleeding and prevent overstimulation of 
the lining of the uterus while producing favourable changes in blood lipids. In particular, the method involves continuous 
and uninterrupted administration of very small doses of a progestogen along with administration of an estrogen, the lat- 
ter being cyclical, where required (for example, with perimenopausal women). The method specifically provides for 
treatment of menopausal or post-menopausal disorders in a woman comprising either: 

20 

A. continuously and uninterruptedly administering a progestogen and an estrogen to said woman, or 

B. continuously and uninterruptedly administering a progestogen and cyclically administering an estrogen to said . t 
woman by repetitively using a dosage regimen corrprising: 

29 (i) administering said estrogen continuously for a period of time between about 20 and about 120 days, fol- 
lowed by 

(it) terminating administering said estrogen for a period of time between about 3 and about 7 days. 

The term "perimenopausai" refers to women of approximately forty years of age and older, who have not yet deft- 

30 nitety arrived at menopause but who are experiencing symptoms associated with menopause. 

The term "continuous" as applied in the specification and the claims to "administration" means that the frequency 
of administration is at least once dairy. Thus, administration, e.g. every other day or once every third day, is not "contin- 
uous* for purposes of this invention. Note, however, that the frequency of administration may be greater than once daily 
and still be "continuous", e g. twice or even three times daily so long as the dosage level as specified herein is not 
J5 exceeded. 

The term "uninterrupted" means that there is no break in the treatment Thus "continuous, uninterrupted adminis- 
tration" of a progestogen would mean that the progestogen is administered at least once dairy essentially in perpetuity 
or until the entire treatment is ended. In this regard, it should be noted that "cyclical" administration means that there is 
a break in administration and that therefore, by definition, cyclical administration cannot be "uninterrupted". 

40 The term "dosage level" means the total amount of estrogen or progestogen administered per day. Thus, for exam- 
ple, the "continuous administration" of a progestogen to a woman at a "dosage level" of 75 micrograms means that the 
woman receives a total of 75 micrograms of progestogen on a daily basis, whether the progestogen is administered as 
a single 75 microgram dose or. e.g. three separate 25 microgram doses. It is noted that the most conventional means 
of continuously administering an estrogen or progestogen is as a single daily oral dose at the prescribed dosage level. 

45 Parenteral modes of administration, which provide a slow release of the progestogen, could be substituted for the oral 
routa 

Thus, the invention realizes the objects of providing a therapeutic method allowing for the administration of an 
estrogen, controlling hot flushes, restoring the vaginal mucosa to a healthier state, preventing the development of the 
cHmtneraltzation of bones as well as preventing changes in lipids which predispose to cardiovascular disease, over long 
so periods of treatment which method does not however, initiate bleeding or increase the risk of endometrial carcinoma. 
In another aspect the invention provides a pharmaceutical product for hormonal treatment of menopausal or post- 
menopausal dsorders in a woman, which comprises a dosage unit of a progestogen and a dosage unit of an estrogen 
in which progestogen is to be admin&ered continuously and uninterruptedly in a daily dosage equivalent to orally 
administered laevo-norg estrel in an amount of from 0.025 to 0.075mg and estrogen is to be administered urttnterrupt- 
55 edry in a daily dosage equivalent to orally administered estradiol in an amount of from 0.5mg to 2.0mg with the proviso 
that where estradiol valerate and norethisterone acetate are to be administered, the maximum daily dosage of said 
estradiol valerate is equivalent to orally acfrninistered estradiol in an amount of 10mg. 

The actual unit dosages are selected according to conventionally known methods, ag. body weight of patient and 
biological activity of the hormones, with the ultimate goal of producing the desired result with the minimum quantities of 
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hormones. 

The interruption of the estrogen administration is required in perimenopausaJ women to maintain normal periods 
and may be required in certain jurisdictions due to health concerns - particularly overstimulation of the lining of the 
uiortis to cause a pre-malignant condition. The absence of estrogen for a short period allows the lining of the uterus to 
5 be sloughed and any pre-malignancy thus avoided. However, the inventors believe that even with continuous adminis- 
tration of estrogen, the presence of progestogen will give rise to sufficient atrrfication of the uterus that no such condi- 
tion would be likely to occur. 

This invention also provides a product comprising, in combination, progestogen and estrogen in a form in which 
progestogen is to be administered uninterruptedly in a daily dosage equivalent to orally administered laevo-norgestrel 
10 in an amount of from 0.025mg to 0.075mg and estrogen is to be administered by cyclical administration in an amount 
in a daily dosage equivalent to orally administered estradiol in an amount of from 0.5mg up to 2.0mg. 

A further and important object of the invention is to provide the means whereby a woman may receive the proper 
quantities and dosage units of the progestogen and estrogen for adherence to the prescribed regimen wherein the dos- 
age of estrogen is cyclically administered. Such means generally takes the form of a rnurtiixeparatfon pack, which fatil- 
i3 itates administration by a nurse or physician in appropriate circumstances or, more usually, serf-administration by the 
woman. 

The multi-preparation pack contains sufficient dosage units of progestogen and estrogen for continuous adminis- 
tration of both said progestogen and said estrogen for a period of from about 20 to 120 days optionally plus an addi- 
tional number of dosage units of progestogen tor administration tor an additional period of time of from about 3 to about 
20 7 days during which administration of said estrogen is terminated. Preferably the estrogen is administered for a period 
in the range 30 to 1 20 days. 

A preferred product comprises one or more unit dosages of a corrposrtion containing an estrogen and a pro- 
gestogen with a suitable pharmaceutical^ inert carrier in which the progestogen is administered in a daily dosage 
equivalent to up to 0.050mg orally administered laevo-norgestrel and the estrogen is administered in daily dosage 

26 equivalent to orally administered estradiol in an amount of up to 1 Omg. Preferably the product is in the form of a multi- 
preparation pack comprising a plurality of these unit dosages. 

The product may alternatively be in the form of a parenteral slow release composition comprising an estrogen and 
a progestogen, usually in the form of an implant or an intramuscular depot, which releases dosages equivalent to orally 
administered daily dosages of estrogen of up to 2. Omg estradiol, preferably 0.5 to 2.0 mg and of progestogen up to 

30 0 075mg laevo-norgestrel, preferably 0.025mg to 0.075mg. 

The invention also includes a product comprising in combination, progestogen and estrogen in which progestogen 
is to be administered uninterruptedly in a daily dosage equivalent to orally administered laevo-norgestrel in an amount 
up to 0.075mg and estrogen is to be administered either urinterrupteoly or cyclically in an amount in a daily dosage 
equivalent to orally administered estradiol in an amount up to 2. Omg and at least the progestogen is in the form of a 

35 slow release composition suitable for implanting or injecting intramusculariy. 

One type of product tor use in the treatment of menopausal disorders by the continuous and uninterrupted admin- 
istration of a progestogen in conjunction with the administration of an estrogen therefore comprises unit dosages of 
estrogen in a daily dosage equivalent to orally administered estradiol in an amount up to 2. Omg and unit dosages of 
progestogen in a daily dosage equivalent to oralfy administered laevo-norgestrel in an amount up to 0.075mg, prefera- 

40 bly together in a single container. Usually this type of product comprises a multi-preparation pack comprising unit dos- 
ages of estrogen sufficient for a period of treatment of 20 to 120 days, preferably 30 to 120 days, and unit dosages of 
progestogen sufficient for at least the same period of treatment and preferably for an additional period of treatment of 3 
to 7 days. The product is formulated to permit administration separately or simultaneously of the unit dosages of estro- 
gen and progestogen. The dosages may contain one only or both of estrogen and progestogen. During periods of treat- 

43 merit when both hormones are to be administered the dosages of estrogen and progestogen may be taken 
simultaneously or separately, but are preferably taken simultaneously and usually both hormones will be contained in 
the same unit dosage in the form of, tor example, a ptO, capsule or tablet 

The estrogens used in the present disclosure may be those which are orally active and are suitable for oral contra- 
ception and selected from natural estrogens such as estradiol, estradiol 1 7-beta, estradiol valerate, conjugated equine 

so estrogens, piperazine estrone sulphate, estrone, estriol. estrioi succinate and polyestriol phosphate, or from synthetic 
estrogens such as ethinyl estradiol, quinestranol and mestranol. The natural estrogens are preferred. 

The progestogen is again selected from those which are orally active and suitable for oral contraceptives and may 
be, for example, dl-norgestreJ, laevo-norgestrel, rtorethindrone (noret hi sler on e). norethindrora acetate, ethynodiol cSa- 
cetate, medroxyprogesterone acetate, cyproterone acetate, norethynodrel. dydrogesterone, allytestrenol. quingestanol 

55 acetate, lynoestrenol. meotogestone, norgestrienone. dimethisterone and ethtsterone. 

In the following Tables IA and IB are listed preferred unit dosages, minimum unit dosages and maximum unit dos- 
ages for the estrogens and progest o g ens useful in this invention. The quantities are determined by the biological activ- 
ities of the particular substances as obtained cornmerciaJly from sources that normally supply them in rncronised form. 
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TABLE 1A 



ESTROGENS 


Natural estrogens (steroids) 


Preferred 


Dosage (mg/oay) 






(ViinirTiurn 


ivi&xjrnurn 


Estradiol 


i 
i 


0.500 


2 


estradiol" 1 7p 


1 


0.500 


2 


Estradiol valerate 


t 




o 






0.300 


25 


Estrone 


0.600 


0 300 


25 


Piperazine estrone sulphate (estroprpate) 


0 500 


0.250 


25 


Estriol* 


0.100 


0.050 


0.500 


Estriol succinate* 


0.100 


0.050 


0500 


Polyestriol phosphate* 


0.100 


0.050 


0.500 


Synthetic estrogens (steroids) 








Ethinyl estradiol 


0.010 


0.005 


0.020 


Mestranol 


0.015 


0.005 


0.040 


Ouinestranoi 


0.010 


0.005 


0 030 



30 It may be noted that of the estrogens of Table 1 A, the estriol preparations marked with an asterisk (*) have lower 
preference than estradiols or estrones because they tail to spare bone in postmenopausal women. However, they 
could be combined with natural or synthetic estrogens for the purpose of the invention. Also, it is preferable that the fol- 
lowing non-steroidal estrogens - although useful in this invention - be avoided for women who have not definitely arrived 
at menopause (who coufd become pregnant) - estrogens of this type being known to induce vaginal cancer and other 

33 abnormalities in offspring if taken during the pregnancy: 



Stilboestroi 


0.100 


0.020 


2 


StilboestroJ cfipropionate 


0.100 


0.020 


2 


DtdthytstifooestroJ 


1 


0.400 


2.5 


Chlorotriantsene 


2 


1 


2.5 


Benzoestrof 


2 


0.5 


2.5 


Oienoestroi 


0.500 


0.200 


2.5 


Hexoestrot 


0.500 


0 200 


2.5 


MethaHertoestn! 


1 


0.500 


2.5 



55 
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TABLE 1B 



PROGESTOGENS 




f v Qim ■ wi 


Dosage (mg/day) 






Minimum 

IV1II Mlf IUIIV 


Ma v inn im 

I VISA II 1 IUI 1 1 


1 aaufWwn<Ktral 


0 050 




ft 07S 


Ul "iRJiy voD ©1 








Klnraffairvfmnn /nnrofhlefArnnA) 
ivUiuuiiriuf wf itf \i nit ou noiwuiitfj 




ft m 

U. 19 


1 ft 


r^ortjininoroiie moreirnsierunei aceiaie 


n on 


AHA 

0.1U 


4 A 


btnynooioi aiacetate 


U.oU 


A 4 A 

0.10 


< A 

1.0 


0 ydrogesterone 


10 


5 


30 


Medroxyprogesterone acetate 


z.o 


1 


15 


Noretnynodr el 


1 


0.200 


5 


Allvt&fitr&not 


2 


1 


10 


Lynoestrenol 


0 200 


0.100 


2 


Quingestanol acetate 


0.200 


0.050 


1 


Medrogestone 


2 


1 


10 


Norg«R>ti lenone 


0.050 


0.020 


0.200 


Dimethisterone 


1 


0.500 


15 


Ethisterone 


2.5 


1 


25 


Cyproterone acetate 


0 500 


0.100 


10 


Chlormadinone acetate 


0 300 


0.100 


1 


Megestrol acetate 


1 


0.100 


10 



Although chlormadinone acetate and megestrot are useful in the context of this invention, it has been speculated 
that these progestogens may pre-dispose breast tumors, although no clinical proof exists to that effect However, unless 
and until such suspicions are proven to be without foundation, these compounds are clearly of lower preference. 

The estrogen^progestogen cc^nbtnations may be administered non-oraJly by implants or intramuscular injections. 
Generally speaking, the required dosages are based upon somewhat lower daily dosage levels than those required for 
the orally administered estrogens and progestoge ns , for the simple reason that the former are directly released into the 
bloodstream with consequently greater activity than the same compounds when orally ingested. 

Estradiol, estradiol valerate and estradiol 1 7-0 are suitable candidates for estrogen implants, in maximum and min- 
imum amounts of 100 mg and 20 mg, with 100 mg preferred. These quantities will be suitable for slow-release implants 
intended for replacement every 3 to 12 months. 

Suitable progestogen implants and intramuscular injections are set forth in Table 1 C. 
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TABLE 1C 



Profiftston&n irralants 


Period 


Prnfprrnri 


Total Quantity (mg) 








Minimum 


Maximum 


wo wu iviy vou ai 


wwy * v> yr. 




25 


100 


H l-nr»rn Antral 




inn 


50 


200 


Norgestrienone 


every 1 -2 yr. 


100 


25 


200 


Norethindrone acetate 


every 2-4 mon. 


100 


25 


200 


Intramuscular progestogen depots 










Medroxyprogesterone acetate 


every 3 mon. 


150 


50 


500 


Norethindrone enanthste 


every 3 mon. 


50 


20 


400 


Gestronoi hexanoate 


every 3 mon. 


100 


50 


400 


AJgestone acetophenide 


monthly 


50 


20 


300 


Hydroxyprogesterone hexanoate 


weekly 


100 


50 


250 


Hydroxyprogesterone caproate 


bi-weeMy 


100 


50 


250 



dl-NorgestreJ, laevo norgestrel (the common name for d-13p-ethyl-17a -ethinyM 7^hydraxygon-4-en~3-one). nore- 
thindrone (common name for 17-riyr^oxy-19-nor-17a^egn^eri-20-yn-3-one), ethynodid diacetate (common name 
for l9-nor-17a-pregn-4-en-20-yne-3pc 17-dlol diacetate). norethindrone acetate, and cyproterone acetate may also be 
administered by injection. It will be readily appreciated by those stalled in the art that any other synthetic progestogen 
which is orally active or effective for use in conjunction with contraception is also suitable for use in this invention. 

Any of ths surtatxe estrogens and progestogens (particularly those listed in the foregoing tables) may be combined 
with one another in the quantities recited to give estrogen/jDrogestogen combinations within the purview of the invention. 
Especially preferred combinations are those containing the estradiols or conjugated equine estrogens and the norg- 
estrete noretNndrones, or medroxyprogesterones. Thus, especially preferred combinations are: 
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Table 10 
Estradiot/Laevo-norgestrel 
Estradiol 1 7p/Laevo-norgestrel 
Estradiol vaJerate/Laevo-norgestrel 
Conjugated equine estrogens/Laevo-norgestrel 
EstradloMdJ-norgestref 
Estradiol 17p/dI-norgestrel 
Estradiol valerate/tf-norgestrel 
Conjugatged equine estrogens/dl-norgestrel 

Estradiol/Norethi ndrona (norethJsteron) 
Estradiol 17p/Norethindrone (norethisterone) 
Estradiol valerate/Norethindrone (norethisterone) 
Conjugated equine estrogena/Norethindrone (norethisterone) 
Estradiol/Norethindrone (norethisterone) acetate 
Estradiol 1 7p/NorethJndrone (norethisterone) acetate 
Estradiol valerate/Norethindrone (norethisterone) acetate 
Conjugated equine estrogenVhlorelhindrone (norethisterone) acetate 
Estradiol/Medroxyprogesterone acetate 
Estradiol 1 /^/Medroxyprogesterone acetate 
Estradiol valerate/Medroxyprogesterone acetate 
Conjugated equine eetrogen/Medroxyprogesterone acetate 

The maximum, minimum and preferred dosage levels tor the respective estrogens and progestogens in the forego- 
ing combinations are as recited in the tables. 

The composition of the invention is usually administered orally in admixture with a pharmaceutical ty acceptable 
inert carrier. The estrogen and progestogen can be compounded in any pharmaceutical^ acceptable inert (non-toxic) 
form. The packaging can be any system convenient for proper delivery. With the preferred orally admintstrable form, the 
pharmaceutical carrier can be any of the conventionally employed carriers, for example pharmaceutical grades of man- 
nrtol, lactose, starch, magnesium stearate, sodium saccharin, talcum, cellulose, glucose, sucrose, magnesium carbon- 
ate, and similar substances. The compositions may be formulated into solutions, suspensions, tablets, pills, capsules, 
poftders, sustained release formulations, etc. 

One of the unique aspects of this invention is the adaptation of the multi-preparation pack to the continuous unin- 
terrupted a dmini str a tion of a progestogen and an estrogen when estrogen is administered in a cydic fashion. The dura- 
tion of the estrogen cycle can be very variable, with continuous administration ranging between 20 and 120 days 
followed by a break (i.a interruption) in estrogen administration ranging anywhere from about 3 to about 7 days. How- 
ever, H the estrogen is discontinued for a period longer than 5 days, recurrence of hot flushes is most likely to occur in 
a number of patients. 

The multi-pack dispensing system may be a ccomm odated by conventional packaging equipment, e.g. transparent 
strip toil packages continuously arranged in daily dosages or other conventional means in the art Where the multi-pack 
is employed for the cycfical administration of an estrogen in combination with a progestogen, the pack would conven- 
iently comprise a transparent strqp foil package with the combined unit daily dosages arranged continuously with, for 
example, up to a total of 120 such dosages, the 3 to 7 unit dosages of progestogen being located at the end of the com- 
bined daily unit dosages whereby they would be taken at the end of the series. 

The inventors have developed clinical evidence from this routine that the amounts of estrogen and progestogen 
required to control flushes, vaginal symptoms and associated subjective symptoms are very small. Preliminary meta- 
bolic responses of the subjects indicate favourable changes toward the lower blood lipid levels found in younger pre- 
menopausal women. 
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6X AM P I E1 

An experimental study of thirty women was instituted under a randomized double blind protocol with crossover and 
involved the administration of placebos, progestogen onfy, estrogen only and the combination of the continuous, unin- 

5 terrupted progestogen/cyclic estrogen treatment. Treatment comprised administering each hormone and the combina- 
tion as follows: (1) estrogen alone for two months; (2) progestogen alone for two months; (3) combination therapy using 
(1) and (2) for six months. Each period of administering a hormone of the combination was followed by a one month 
period of placebo (substance with no endocrine activity) administration. The estrogen was micronized 1 70- estradiol 
administered at a daily dosage level of 1 milligram, while the progestogen was dl-norgestrel administered at a dosage 

io level of 75 micrograms. 

Of 30 women who have completed this study, 22, on the basis of their responses throughout the fourteen months 
of observation, selected the combination treatment and requested to continue it This represents a high level of accept- 
ability. 

15 EXAMPLE 2 

In a foilcw-up phase of observation, 1 7 subjects (with intact uterus) have completed a total of 1 25 lunar months of 
the combination therapy (continuous, uninterrupted administration of dl-norgestrel, cyclic administration of 17(V estra- 
diol). None of the patients experienced "bleeding" which required protection. 1 .6 percent of the cycles involved spotting 
20 requiring no protection. 98.4 percent of the cycles were completely clear. 

The combination therapy has been associated with no evidence whatsoever of endometrial hyperplasia (overstim- 
ulation of the lining of the uterus). One patient after the 2-month phase of taking estrogen only (in the double blind 
study) did show evidence not only of hyperplasia of the endometrium but also had atypical findings which could be inter- 
preted as indicative of a premalignant change. Addition of the small (75 microgram) dosage level of progestogen (dl- 
25 rtorgestreQ tor two weeks only tailored by full dilatation and curettage revealed that the endometrium had become com- 
pletely atrophic once again and a total reversal of the previous findings were noted. 

As an alternative to dl-norgestrol, laevo-norgestral may be used. Since the d-norgestrol consists of equal parts of 
the dextro (inactive) and taevo (active) forms, only half the quantity of laevo-norgestrol is used with the same effect. 
Thus, if laevo-norgestrol is substituted for dl-norgestrol in the foregoing examples, the laevo-norgestrol dosage level is 
M 37.5 micrograms. 

At least five cases of young women who required removal of ovaries and uterus because of severe endometriosis 
have also been successfully treated by the above combination. These women rarely have total removal of the endome- 
triotic tissue. It is important to treat these patients with estrogen replacement therapy to prevent the early appearance 
of bone deminerallzation (osteoporosis), elevation of cholesterol and triglycerides and to control severe hot flushes and 

35 vaginal atrophy. If patients such as these are treated with estrogen alone, they frequently develop recurrence of pain 
symptoms due to residual endometriosis being restimulated by the administered estrogen. Because the inventors' com- 
bination therapy tends to promote atrophy of the lining of the uterus (endometrium) no matter whether it is located nor- 
mally within the uterus or in the endometriotic tissue in the pelvis, it is found that these patients tolerate the treatment 
very well and do not have a recurrence or reactiv a tion of their endometriosis. Furthermore, even small doses of estro- 

40 gen in combination with the continuous progestogen routine is sufficient to control the severe hot flushes which such 
patients experience. 

Thus this invention permits control of menopausal disorders inducting hot flushes and vaginal atrophy along with 
many of the subjective symptoms. Further, given that both components of the combination therapy are considered to 
be effective in retarding osteoporosis, long term therapy to prevent this disabling disease should be effective 

45 Additionally, the risk of developing endometrial (uterine) cancer from the combination therapy should, at a mini- 
mum, be reduced to the normal incidence of the general population as opposed to the increased risk which has in fact 
been demon s tr at ed to occur using estrogen-only treatment The inventors have in fact developed some evidence sug- 
gestive that the combination therapy reduces the risk of premalignant endometrial changes, which may reduce the risk 
of developing endometrial cancer. The reduction in bleeding or spotting in patients taking the combination therapy 

so makes it much more desirable relative to known treatments, particularly to older women. 

The following describes ejections which may be applied to a murti-preparation pack specifically adapted to the 
cyclical administration of estrogen together with the continuous administration of progestogen in accordance with one 
embodiment of the invention: 

55 ABOUT THESE TABLETS 

(The tablet set herein) is used to control menopausal symptoms. It is not a birth control piD and cannot be relied 
upon to prevent pregnancy. 

Oral contraceptives should not be taken at the same time as these tablets and, if necessary, you should therefore 
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ask your doctor about alternative means of mechanical protection. 

When treatment is first started, tingling of the breasts slight nausea or occasional vaginal bleeding may occur - this 
should settle after a short time. 

if you have any unusual symptoms, contact your doctor. 
To be taken under medical supervision. 

HOW TO USE THIS PACK 

Whether you are menstrating regularly or not, take the first tablet on a day suitable to yourself until all the tablets 
have been consumed. 

THE LAST SEVEN TABLETS OF THE DIFFERENT COLOUR ARE TO BE TAKEN ONLY WHEN ALL OTHERS 
HAVE BEEN CONSUMED. 

Alternatively, the foregoing instructions may be printed as a leaflet, and the package instructions modified as tal- 
lows: 

Before commencing treatment please read the enclosed instruction leaflet carefully. If you have any difficulties fol- 
lowing the instructions please ask your doctor for assistance. 

PinECTI0N3 

To remove a tablet press firmly with your thumb on the appropriate dear plastic bubble. This may be helped by 
holding the card so that your other fingers surround the aluminum foil through which the tablet will emerge. 

A multi-preparation pack suitable tar administration of tablets in accordance with the regimen described above is 
illustrated in Figures 1 and 2 of the drawings. A bubble pack 10 (which may be folded along the line 10a) is sold in a 
protective sleeve 1 1, upon the rear of which are printed the directions for use and salient facts concerning the tablets, 
as intfcated at 1 2 in the drawing. When removed from the protective sleeve by the consumer, the bubble pack contains 
as many tablets as the number of days which the pack is intended to cover (in this example, one hundred and twenty 
days). Optionally, the individual bubble segments may be numbered from one to one hundred and twenty but it is impor- 
tant that the last few segments, which contain the progestogen-onty tablets, be clearly distinguished from the remainder 
of these segments, tn the present example, the segments 1 3 containing the first one hundred and thirteen tablets (com- 
bination progestogen/estrogen) are a light colour (for example, white) whilst the last seven segments 14, containing the 
prog estog en-only tablets are a dark colour (red, tor example). By following the directions on the sleeve and observing 
the colours on the bubble pack (and the "day numbers" , if present) the consumer will take the combination tablets for 
the first one hundred and thirteen days and the progestogen tablets for the last seven days. Thereafter, a new package 
would be opened, whereby the cyde is repeated. 

Claims 

1 . A product for the treatment of menopausal or postmenopausal disorders comprising, in combination, progestogen 
and estrogen in a form in which progestogen is to be administered uninterruptedly in a daily dosage equivalent to 
orally administered laevo-norgestrel in an amount of from 0.025mg to 0.075mg and estrogen is to be administered 
by cyclical administration in an amount in a daily dosage equivalent to orally administered estradiol in an amount 
of from 0.5mg up to 2.0mg. 

2. A product according to daim 1 in which the progestogen is administered in a daily dosage equivalent to 0.025 mg 
to 0.050mg orally administered laevo-norgestrel and the estrogen is administered in a daily dosage equivalent to 
0.5mg to 1 Omg orally administered estradiol. 

X A product according to claim 1 which comprises a plurality of unit dosages tor oral administration in which estrogen 
is administered using a dose regimen comprising: 

i) administering estrogen continuously for a period of time between 20 and 120 days in a daily dosage equiva- 
lent to orally administered estradiol in an amount of from O.Smg up to 2.0mg followed by 

ii) omitting to administer estrogen for a period of time between 3 and 7 days. 

4. A product according to daim 3 in which the product is a rruitipreparation pack and also comprises instructions for 
use of the preparation in the defined manner. 
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5. A product according to claim 3 or 4. wherein the estrogen is administered in a daily dosage equivalent to from 
0.5mg to 1 .Omg orally administered estradiol. 

6. A product for the treatment of menopausal or post menopausal disorders comprising, in combination, progestogen 
5 and estrogen in a form in which prosgestogen is to be administered uninterruptedly in a dairy dosage equivalent to 

orally administered laevo-norgestrel in an amount of from 0.025mg to 0.075mg and estrogen is to be administered 
uninterruptedly in an amount in a daily dosage equivalent to orally administered estradiol in an amount of from 
O.Smg up to 2. Omg, with the proviso that where estradiol valerate and norethisterone acetate are to be adminis- 
tered, the maximum daily dosage of said estradiol valerate is equivalent to orally administered estradiol in an 
to amount of 1. Omg. 

7. A product according to any of claims 1, 3, 4 or 6 in which the estrogen is selected from the following compounds in 
daily dosages from amounts equivalent to orally administered dosages of the stated minima up to amounts equiv- 
alent to orally administered dosages of the stated maxima (in mg): 

15 







Dosage 
Minimum 


Dosage 
Maximum 


20 


Estradiol 


0.500 


2 




Estradiol- 17p 


0.500 


2 




Estradiol valerate 


0.500 


2 




Conjugated equine estrogens 


0.300 


2.5 


25 


Estrone 


0.300 


2.5 




Piperazine estrone sulphate (estroptpate) 


0.250 


2.5 




Estriol 


0.050 


0.5 


30 


Estriol succinate 


0.050 


0.5 




Polyestriol phosphate 


0.050 


0.5 




Synthetic estrogens (steroids) 








Ethinyl estradiol 


0.005 


0.020 


35 


Mestranol 


0.005 


0.040 




Quinestranol 


0.005 


0.030 



40 

a A product according to daim 1 or any of claims 3-7 in which the progestogen is selected from the following com- 
pounds in daily dosages from amounts equivalent to orally administered dosages of the stated minima up to 
amounts equivalent to orally administered dosages of the stated maxima (in mg): 

45 



SO 



55 
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Dosage 

rviii ill i iuiri 


Dosage 

(vicuui i ium 


5 


Laevu-noTy tn»u ei 


n noK 


n n7R 




dl-norgestrel 


U.UOO 


0,150 




Norethindrone (norethistsrone) 




1.0 


10 


Norethindrone (norethisterone) acetate 


0.10 


1.0 




btnynodioi ui acetate 


0.10 


1.0 




Dydrog ester one 


5 


30 




Medroxyprogesterone acetate 


1 


15 


IS 


Norethynodrel 


0.200 


5 




Allytestrenol 


1 


10 




Lynoestrenol 


0.100 


2 


20 


WUingeou*noi aceimv 




i 




Medrogestone 


1 


10 




Norgesfrienone 


0.020 


0.2 




Oimethisterone 


0.500 


15 


28 


Ethisterone 


1 


25 




Cyproterone acetate 


0.100 


10 




Chiorrnadinone acetate 


0.100 


1 


30 


Megestrof acetate 


0.100 


10 



35 9. A product according to claim 6 in which the progestogen is administered uninterruptedly in a daily dosage equiva- 
lent to orally administered laevo-norgestrel in an amount of from 0.025mg to 0.075mg and the estrogen is admin- 
istered uninterruptedly in a daily dosage equivalent to orally administered estradiol in an amount of from 0.5mg up 
to 1 Omg. 

40 10. A product according to any of claims 1 -9 in which the estrogen is selected from the following compounds in daily 
dosages from amounts equivalent to orally administered dosages of the stated minima up to amounts equivalent to 
orally administered dosages of the stated maxima (in mg): 



43 



50 
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Dosage 
Minimum 


Dosage 
Maximum 


Estradiol 


0.500 


1 


kstraotoi-i/p 


0.500 


1 


Estradiol valerate 


0.500 


1 


Conjugated equine estrogens 


0.300 


0.8 


Estrone 


0.300 


0.6 


Piperazine estrone sulphate (estropipate) 


0.250 


0.5 


Estriol 


0.050 


0.100 


Estriol succinate 


0.050 


0.100 


Polyestriol phosphate 


0.050 


0.100 


Synthetic estrogens (steroids) 






Ethinyl estradiol 


0.005 


0.010 


Mestranol 


0 005 


0.015 


Quinestranoi 


0005 


0.010 



11. A product according to any of claims 1-10 in which the progestogen is selected from the following compounds in 
daily dosages from amounts equivalent to orally administered dosages of the stated minima up to amounts equiv- 
alent to orally administered dosages of the stated maxima (in mg): 
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Dosage 
Minimum 


Dosage 
Maximum 


Laevo-norgestrel 


0.025 


0.050 


dl*norgestrel 


0.050 


0.100 


Norethindrone (norethisterone) 


0.15 


0.30 


Norethindrone (norethisterone) acetate 


0.10 


0.20 


Ethynodiol diacetate 


0.10 


0 30 


Dydrogesterone 


5 


10 


Medroxyprogesterone acetate 


1 


2.5 


Norethynodrel 


0 200 


1 


Allylestrenol 


1 


2 


Lynoestrenol 


0.100 


0.200 


Quingestanol acetate 


0.050 


0.200 


Medrogestone 


1 


2 


Norgestrienone 


0.020 


0.050 


Dimethisterone 


0.500 


1 


Ethisterone 


1 


2.5 


Cyproterone acetate 


0.100 


0.5 


Chtormadinone acetate 


0.100 


0.300 


Megestrol acetate 


0.100 


1 



12. A product according to claim 7 or daim 10 in which the estrogen is selected from estradiol, estracfioM7p, estradiol 
valerate, conjugated equine estrogens, estrone, piperazine estrone sulphate (estropipate), ethinyl estradiol, 
mestranoJ and quineetranol. 

13. A product according to claim 8 or claim 1 1 in which the progestogen is selected from Laevo-norgestrel. dl-norg- 
estrel, norethindrone (norethisterone), norethindrone (norethisterone) acetate, ethynocfiol diacetate, dydrogester- 
one, medroxyprogesterone acetate, norethynodrel. allylestrenol, lynoestrenol, quingestanol acetate, 
medrogestone, norgestrienone, dimethisterone, ethisterone and cyproterone acetate. 

14. A product according to any preceding claim in which the estrogen is selected from the following compounds in a 
form to be administered in daily dosages equivalent to orally administered compound in about the stated amount: 
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Daily 
Dosage (mg) 


Estradiol 


1 


Estradiol- 1 7p 


1 


Estradiol valerate 


1 


Conjugated equine estrogens 


0.600 


Estrone 


0.600 


Prperezine estrone sulphate (estropipate) 


0.500 


Ethinyl estradiol 


0.010 


MestranoJ 


0.015 


Quinestranol 


0.010 



15. A product according to any preceding claim in which the progestogen is selected from the following compounds in 
a form to be administered in daily dosages equivalent to orally administered compound in about the stated amount 





Daily 
Dosage (mg) 


Laevo-norgestrel 


0.050 


dl-norg estrel 


0.100 


Norethindrone (norethisterone) 


0.30 


Norethindrone (norethisterone) acetate 


0.20 


Ethynodiol di acetate 


0.30 


Dydrogesterone 


10 


Medroxyprogesterone acetate 


2.5 


Norethynodrel 


1 


Aftylestrenol 


2 


Lynoestrenoi 


0.200 


Quingestanol acetate 


0.200 


Medrogestone 


2 


Norgestrienone 


0.050 


Dimethtsterone 


1 


Ethisterone 


2.5 



1 6. A product according to any preceding claim in which the estrogen and progestogen are selected from the following 
combinations: 
Estradtf/Laevo-norgestrel 
Estradiof-1 7^/Laevo-norgestrel 
Estradiol valerate/Laevo-norgestrel 
Conjugated equine estrogens/Laevo-norgestret 
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Estradtot/dl-norgestreJ 

Estradiol- 1 7p/dl*norgestre* 

Estradiol valerate/cfl-norgestrel 

C onjugated equine estrogens/dl-norgestrei 

Estradiol/Norethindrone (norethisterone) 

Estradk)l-17[VNorethinoVone (norethisterone) 

Estradiol valerata/Norethindrone (norethisterone) 

Conjugated equine estrogensTNorethindrone (norethisterone) 

Estradiol/Norethindrone (norethisterone) acetate 

Estradiol- 1 7(VNorethindrone (norethisterone) acetate 

Estradiol vaterate/Norethindrone (norethisterone) acetate 

Conjugated equine estrogen/Nor ethindrone (norethisterone) acetate 

Estradiol/Medroxyprogesterone acetate 

Estradiol- 1 7fVMedroxyprogesterone acetate 

Estradiol valerate/Medroxyprogesterone acetate 

Conjugated equine estrogervMedroxyprogesterone acetate 

1 7. A product according to any preceding claim in which the estrogen is 1 70-estradtol and the progestogen is selected 
from dl-norgestrel and laevo-norgestrel. 

18* The product of claim 1 7 wherein said estrogen is 1 7p-estradioJ and said progestogen is dl-norgestrel or laevo-norg- 
estrel. the dairy dosage level of said 1 7p-estradlol being about 1 mg, the daily dosage level of said dl-norgestrel 
(where present) being about 100 micrograms, and the daily dosage of said laevo-norgestrel (where present) being 
about 50 micrograms. 

1 9. A product for the treatment of menopausal or postmenopausal disorders comprising in combination, progestogen 
and estrogen in which progestogen is to be administered uninterruptedly in a daily dosage equivalent to orally 
administered laevo-norgestrel in an amount up to 0.075mg and estrogen is to be administered either uninterrupt- 
edly or cyclically in an amount in a daily dosage equivalent to oraJry administered estradiol in an amount up to 
2 0mg and at least the progestogen is in the form of a slow release composition suitable lor implanting or injecting 
intramuscularly. 

20. A product according to claim 19 in which the progestogen is selected from the following compounds in composi- 
tions comprising the compound in the amount indicated and being intended for replacements after the periods indi- 
cated: 



Progestogen implants 


Total Quantity (mg) 




Period 


Preferred 


Minimum 


Maximum 


Laevo-norgestrel 


every 2-5 yr. 


50 


25 


100 


dl-norgestrel 


every 2-5 yr. 


100 


50 


200 


Norgestrienone 


every 1-2 yr. 


100 


25 


200 


Nor ethindrone acetate 


every 2-4 mon. 


100 


25 


200 


Intramuscular progestogen depots 










Medroxyprogesterone acetate 


every 3 mon. 


150 


50 


500 


Nor ethindrone enanthate 


every 3 mon. 


50 


20 


400 


G estrone! hexanoate 


every 3 mon. 


100 


50 


400 


Atgestone acetephenide 


monthly 


50 


20 


300 


Hydroxyprogesterone hexanoate 


weekly 


100 


50 


250 


Hydroxyprogesterone caproate 


bi-weeMy 


100 


50 


250 
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21 . A product according to claim 1 9 or claim 20 in which the estrogen is selected from the following compounds in daily 
dosages from amounts equivalent to orally administered dosages of the stated minima up to amounts equivalent to 
orally administered dosages of the stated maxima (in mg): 





Dosage 

Minimum 


Preferred 
Maximum 


Maximum 


Estradiol 


0.500 


1 


2 


Estradiol-! 7p 


0.500 


1 


2 


Estradiol valerate 


0.500 


1 


2 


Conjugated equine estrogens 


0.300 


0.600 


2.5 


Estrone 


0.300 


0.600 


2.5 


Piperazine estrone sulphate (estroptpate) 


0 250 


0.500 


2.5 


Estriol 


0.050 


0.100 


0.500 


Estriol succinate 


0.050 


0.100 


0.500 


Polyestriol phosphate 


0 050 


0.100 


0 500 


Synthetic estrogens (steroids) 








Ethinyl estradiol 


0 005 


0 010 


0.020 


Mestranol 


0.005 


0.015 


0.040 


Quinestranol 


0 005 


0.010 


0.030 



22. A product according to claim 21 in which the estrogen is selected from estradiol, estradiol- 17 p. estradiol valerate, 
conjugated equine estrogens, estrone, piperazine estrone sulphate (estropipate), ethinyl estradiol, mestranol and 
quinestranol. 

23. A product according to any of claims 19 to 22 in which the estrogen and progestogen are in a form in which both 
the progestogen and the estrogen are to be administered continuously and uninterruptedly. 

24. A product according to any of claims 1 9 to 23 in which both the progestogen and estrogen are in the form of a slow 
release composition suitable for implanting or injecting intramuscularly. 

25. A product according to any of claims 1 to 16 or 19 to 24 in which the estrogen is conjugated equine estrogens and 
the progestogen is medroxyprogesterone acetate. 

26. A product according to any of claims 19 to 24 in which said composition or compositions comprise estrogen 
selected from estradiol, estraxfiol valerate and estradiol- 1 70 in an amount in the range 20 to 100mg, preferably 
about 100mg. 

27. Use of estrogen in the manufacture of a product for the treatment of menopausal or post menopausal disorders in 
a woman characterized in that the product is as defined in any preceding claim 

28. Use of progestogen in the manufacture of a product for the treatment of menopausal or post-menopausal disorders 
in a woman characterized in that the product is as defined in any of claims 1 to 26. 

PatentansprOche 

1. Produkt zur Behandlung von Stdrungen in der Menopause oder Postmenopausal umfassend Progestogen und 
Estrogen in (Combination in einer Form, in der Progestogen ununterbrochen in einer Tagesdosis zu verabretchen 
isl die oral verabreichtem Laevo-Norgestrel in einer Menge von 0,025 mg bis 0.075 mg aquivaJent ist und Estro- 
gen durch cydische Verabretchung in einer Menge in einer Tagesdosis zu verabretchen ist die oral verabreichtem 
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Estradiol in einer Menge von 0,5 mg bis zu 2.0 mg aquivaient ist 

2. Produkt nach Anspruch 1 . worm das Progestogen in einer Tagesdosis verabreicht wird. die 0.025 mg bis 0,050 mg 
oral verabreichtem Laevo-NorgestreJ aquivaJent ist. und das Estrogen in einer Tagesdosis verabreicht wird. die 0,5 

5 mg bis 1 ,0 mg oral verabreichtem Estradiol aquivaient ist 

3. Produkt nach Anspruch 1, welches eine Vieizahl von Einhertsdosen fQr die oraJe Verabreichung urrrfaBt wobei 
Estrogen unter Einhaltung eines Oosisplans verabreicht wird, welch er umfaftt 

to i) konttnuierliche Verabreichung von Estrogen fOr einen Zertraum zwischen 20 und 120 Tagen in einer Tagee- 

dosis, die oral verabreichtem Estradiol in einer Merge von 0,5 mg bis 2.0 mg aquivaient ist, gefolgt von 
ii) Untertassen der Estrogenverabreichung fQr einen Zeitraum zwischen 3 und 7 Tagen. 

4. Produkt nach Anspruch 3, worin das Produkt eine Muftipraparatpackung ist und auch Anweisungen zur Anwen* 
15 dung des Praparats in der def inierten Art und Wetse umtaBl 

5. Produkt nach Anspruch 3 Oder 4, worin das Estrogen in einer Tagesdosts verabreicht wird, die 0,5 mg bis 1 ,0 mg 
oral verabreichtem Estradiol aquivaient ist 

20 6. Produkt zur Behandung von StOrungen in der Menopause oder Postmenopausa, umfassend Progestogen und 
Estrogen in Kbmbination in einer Form, in der Progestogen ununterbrochen in einer Tagesdosts zu verabreichen 
ist die oral verabreichtem Laevo-Norgestrel in einer Mange von 0,025 mg bis 0.075 mg aquivaient ist, und Estro- 
gen ununterbrochen in einer Menge in einer Tagesdosis zu verabreichen ist cfie oral verabreichtem Estradiol in 
einer Menge von 0.5 mg bis zu 2,0 mg aquivaient ist, mit der MaBgabe, da8 wenn Estradiorvalerat und Norethiste- 

25 ronacetat zu verabreichen sind, die tagliche Maximatdosis des Estradiol valerate oral verabreichtem Estradiol in 
einer Menge von 1 ,0 mg aquivaient ist 

7. Produkt nach irgendeinem der Anspruch* 1, 3, 4 oder 6, worin das Estrogen ausgewahtt ist aus den tolgenden Ver- 
bindungen in Tagesdosen von Mengen, die oral verabreichten Dosen der angegebenen Minima aqivalent sind, bis 
30 zu Mengen, die oral verabreichten Dosen der angegebenen Maxima (in mg) aquivaient sind: 



33 





MinimakJosis 


Maximaldosts 


Estradiol 


0,500 


2 


EstradtoM70 


0.500 


2 


Estradiorvalerat 


0.500 


2 


Konjugterte Pferdeestrogene 


0.300 


2.5 


Estron 


0.300 


2.5 


Piperazinestronsuttat (Estropipat) 


0.250 


2.5 


Estriol 


0.050 


0.5 


Estriolsuocinat 


0.050 


0.5 


PoryestriolphoGphat 


0.050 


0.5 


Syrrthetische Estrogene (Steroide) 






Ethinyl estradiol 


0.005 


0.020 


Mestranol 


0.005 


0.040 


Quinestranol 


0.005 


0.030 



8. Produkt nach Anspruch 1 oder irgendeinem der Anspruche 3-7. worin das Progestogen ausgewahtt ist aus den 
tolgenden Verbindungen in Tagesdosen von Mengen. die oral verabreichten Dosen der angegebenen Minima aqui- 
vaient sind, bis zu Mengen, die oral verabreichten Dosen der angegebenen Maxima (in mg) aquivaient sind: 
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Mintmakiosis 


Maxima (dosis 


5 


Laevo-Norgestrel 


0.025 


0,075 




dl-Norgestrel 


0,050 


0,150 




Norethindron (Norethisteron) 


0,15 


1.0 




Norethindron ( Noreth isteron ) ac etat 


0,10 


1.0 


10 


EthynodiokJiacetat 


0,10 


1.0 




Dydrogesteron 


5 


30 




Medroxvprogesteronacetat 


1 


15 


15 


Norethynodre) 


0.200 


5 




Altytestrenol 


1 


10 




Lynoestrenol 


0,100 


2 




Quingestanolacetat 


0,050 


1 


20 


Medrogeston 


1 


10 




Norgestrienon 


0,020 


0,2 




Dimethisteron 


0,500 


15 


25 


Ethisteron 


1 


25 




Cyproteronacetat 


0.100 


10 




Chlormadinonacetat 


0.100 


1 




Megestrotacetat 


0.100 


10 



JO 



9. Produkt nach Anspruch 6, worin das Progestogen ununterbrochen in einer Tagesdosis verabreicht wird. die oral 
35 verabretehtem Laevo-Norgestrel in airier Mange von 0.025 mg bis 0,075 mg aqurvaJent tst und das Estrogen unun- 
terorochen in einer Tagesdosis verabreicnt wird. die oral verabreicnt em Estradiol in einer Menge von 0,5 mg bis zu 
1.0 mg aquivalent ist 

10, Produkt nach irgendeinem der AnsprOche 1 - 9, worin das Estrogen ausgewahtt ist aus den folgenden Verbindun- 
40 gen in Tagesdosen von Mengen. die oral verabretchten Oosen der angegebenen Minima aquivalent sind, bis zu 

Mengen, die oral verabretchten Oosen der angegebenen Maxima (tn mg) aquivalent sind: 



45 



50 



55 
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Minimaldosis 


Maxima Id osi 8 


Estradiol 


n c/vi 


1 


pcfroHlnL 1 7ft 




1 
t 


call ctUKJivai ta cti 


U,JUU 


1 


Konjugierte Pferdeestrogene 


Q.3UQ 


Q.O 


Estron 


0,300 


0,6 


• ifJoTcL^ii itsouwf lauiKai ^cauufj^icii/ 






Estrtoi 


0,050 


0,100 


Estriolsucctnat 


0,050 


0.100 


PotyestriolphoGphat 


0.050 


0.100 


Synth etische Estrogene (Steroide) 






Ethinytestradtol 


0.005 


0,010 


Meslranol 


0.005 


0,015 


Ouinestranol 


0.005 


0,010 



1 1 . Produkt nach irgendeinem dar AnsprQche 1-10. worin das Progestogen ausgewahtt ist aus den folgenden Vertan- 
dungen in Tagesdosen von Mengen, die oral verabreichten Dos en der angegebenen Minima dqutvaient sind, bis 
zu Mengen, die oral verabreicnten Dosen der angegebenen Maxima (in mg) aquivalent sind: 
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Minima Idosis 


Maximaktosis 


Laevo-Norgestrel 


0,025 


0,050 


dl-Norgestral 


0,050 


0.100 


Norethindron {Norethtsteron) 


0.15 


0,30 


Norethindron 






(Norethisteron)acetat 


0.10 


0.20 


Etftynodiofdiacetat 


0.10 


0,30 


Dydrogesteron 


5 


10 


Medroxyprogesteronacetat 


1 


2.5 


Norethynodrel 


0.200 


1 


Aityfestrenol 


1 


2 


Lynoestrenol 


0.100 


0.200 


QuingestanoJacetat 


0.050 


0.200 


Medrogeston 


1 


2 


rMorgestrienon 


0,020 


0.050 


Dimethisteron 


0.500 


1 


Ethteteron 


1 


2.5 


Cyproteronacetat 


0.100 


0,5 


Chlormadinonacetat 


0.100 


0.300 


Meg astro lac etat 


0.100 


1 



12. Produkt nach Anspruch 7 oder Anspruch 10. worin das Estrogen aus Estradiol. Estradiol-17p, EstradlotvaJerat, 
konjugierten Pferdeestrogenen, Estron. Piparaztnestronsutfat (Estropipat). Ethinyt estradiol, Mestranol und Ouine- 
stranol ausgewahtt ist 

13. Produkt nach Anspruch 8 Oder Anspruch 11. worin das Progestogen aus Laevo- Norg estr ei . dl-Norgestrel. Nore- 
thindron (Norethisteron), Nc^etNrxiron(Norethisteron)acatat Ethynodictdiacetat Dydrogesteron. Medroxyproge- 
steronacetat Norethynodrel. Alfylestrenol, Lynoestrenol. Quingestanolacetat Medrogeston, Norgestrienon. 
Dimethisteron. Ethisteron und Cyproteronacetat ausgewahtt ist 

14. Produkt nach irgendeinem der vorhergehenden AnsprQche. worin das Estrogen ausgewahtt ist aus den folgenden 
Verbindungen in einer Form, urn in Tagesdosen verabreicht zu werden, die oral verabreichter Verbindung in etwa 
der angegebenen Menge aquh/aJent stnd: 
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Tagesdosis 

(maii 


csuauioi 


i 


EstratfoM7p 


1 


Estraololvalerat 


1 


Konjugierte Pferdeestrogene 


0,600 


Estron 


0,600 


Piperazinestronsulfat (Estropipat) 


0.500 


Ethinylestradioi 


0.010 


Mestranoi 


0.015 


Quinestranof 


0.010 



1 5. Produkt nach irgendeinem der vomergehenden Anspruche. worin das Progestogen ausgewahtt ist aus den fotg en- 
den Verbindungen in einer Form, um in Tagesdosen verabreicht zu werden, die oral verabcetchter Verbindung in 
etwa der angegebenen Menge aquivalerrt sind: 





Tagesdosis 
(mg) 


Laevo-NorgestreJ 


0,050 


cfl-Norgestrel 


0,100 


Norethindron (Norethtsteron) 


0.30 


Noretnindron(Norethisteron)acetat 


0.20 


Ethynodiokfiacetat 


0.30 


Dydrogesteron 


10 


Medraxyprogesteronacetat 


2,5 


Norethynodrei 


1 


AUytestrenoJ 


2 


Lynoestrenof 


0,200 


Quingestanolacetat 


0.200 


Medrogeston 


2 


Norgestrienon 


0.050 


Dimethistercn 


1 


Ethrsteron 


2,5 


Cyproteronacetat 


0.500 



1 6. Produkt nach irgendeinem der vomergeh enc^n Anspruche, worin das Estrogen und Progestogen aus den fofgen- 
den Komb ination en ausgewahtt sind: 
E itr^dioi/Laevo-Norgestrel 
Estradiol- 1 7p/Laevo-Norgestrei 
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EstradioNalerat/Laevo-Norgestrel 

Konjugierte Pf ard eestrog en e/Laevo-Norg estr el 

Estradtoi/dl-Norgestrel 

Estradiol- 1 7p/dl-Norgestrel 

Estradiotvalerat/dt-Norgestrel 

Konjugierte Pferdeestrogene/dl-Norgestrel 

Estradiot/Norethindron (Norethisteron) 

Estradiol- 1 7(VNorethindron (Norethisteron) 

Estradiolvalerat/Norethindron (Norethisteron) 

Konjugierte Pferdeestrogena/Norethindron (Norethisteron) 

Estradiol/Norethirxjron(Norethisteron)aceta1 

Estradiol- 1 7p/Norethindron(Norethisteron)acetat 

Estradkx\^erai/NorethirKiron^ 

Konjugierte* Pferdeestrogen/Norethtr1drorK^k}retht6teron}aceta^ 

EstiradkxTMedraxyprogesteronacetat 

Estradiol- 1 7p»/Medroxyproge6teronacetat 

Estradtoh/aJerat/M edr axyprogesteronacetat 

Kortjugiertes Pferdeestrogen/Medroxyprogesteronacetat 

17. Produkt nach irgendeinem der vorhergehenden Anspruche, worin das Estrogen 17p- Estradiol 1st und das Proge- 
stogen aus dl-Norgestrel und Laevo-Norgestrei ausgewahft ist 

18. Produkt nach Anspruch 17, worin das Estrogen 1 70-Estradiol ist und das Progestogen dl-Norgestrel Oder Laevo- 
Norgestrel ist, wobei das Tagesdosisniveau des 1 7 p- Estradiols etwa 1 mg betragt das Tagesdosisniveau des dl- 
Norgestrets (fails vorhanden) etwa 100 Mtkrogramm betrdgt und das Tagesdosisniveau des Laevo-Norgestreis 
(fails vorhanden) etwa 50 Mitaograrnm betrdgt 

19. Produkt zur Behandiung von StOrungen in der Menopause oder Postmenopause, umfassend Progestogen und 
Estrogen in Kombi nation, wobei Progestogen ununterbrochen in einer Tagesdosis zu verabreichen ist. cfie oral ver- 
abreichtem Laevo-Norgestrel in einer Menge bis zu 0.075 mg aqurvaiertt ist. und Estrogen ununterbrochen oder 
cyclisch in einer Menge in einer Tagesdosis zu verabreichen ist die oral verabreichtem Estradiol in einer Menge 
bis zu 2,0 mg aquivaient ist und mind est ens das Progestogen in Form einer Zusammensetzung zur tangsamen 
Freisetzung voriiegt die zur Implantation oder intramuskutaren Injektion geeignet ist. 

20. Produkt nach Anspruch 19. worin das Progestogen ausgewahit ist aus den folgenden Verbtndungen in Zusammen- 
setzungen. wetehe die Verbindung in der angegebenen Menge umfassen und nach den angegebenen Zeitraumen 
ersetzt werden soil en: 



Progestogarvlrnpiarrtate 


Gesamtrnenge (mg) 




Zertraum 


Bevorzugt 


Minimum 


Maximum 


Laevo-Norgestrel 


alle 2-5 Jahre 


50 


25 


100 


dl-Norgestrel 


alle 2-5 Jahre 


100 


50 


200 


Norgestrienon 


alle 1 -2 Jahre 


100 


25 


200 


Norethindronacetat 


alle 2-4 Mori 


100 


25 


200 


Intramuskuldre Progestog en-Depots 










Medraxyprogesteronacetat 


alle 3 Monate 


150 


50 


500 


Ncffemindronenanthat 


alle 3 Monate 


50 


20 


400 


Gestronoihexanoat 


alle 3 Monate 


100 


50 


400 


Algestonacetephenid 


monaHich 


50 


20 


300 


Hydroxyprogesteronhexanoat 


wcchentlich 


100 


50 


250 


Hydraxyprogesteroncaproat 


zwerwOchentJ. 


100 


50 


250 
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21 . Produkt nach Anspruch 1 9 Oder Anspruch 20. worin das Estrogen ausgewahtt ist aus den folgenden Verbindungen 
:n fagesdosen von Mengen, die oral verabretchten Oosen der angegebenen Minima aqurvalent sind, bis zu Men- 
gen, die oral verabreichten Oosen der angegebenen Maxima (in mg) Equivalent sind: 





Dosierungs* 
Minimum 


Maximum 


Ma yi mi im 


Estradiol 


0.500 


1 


2 


Estradiol- 17p 


0.500 


1 


2 


Estradiorvalerat 


0.500 


1 


2 


Konjugierte Pferdeestrogene 


0.300 


0,600 


2.5 


Estron 


0.300 


0.600 


2.5 


Piper azinestronsul fat (Estropipat) 


0.250 


0.500 


2.5 


Estrtol 


0.050 


0.100 


0.500 


Estriolsuccinat 


0.050 


0.100 


0.500 


Pblyestriotphosphat 


0.050 


0.100 


0.500 


Synth etische Estrogene (Steroide) 








Ethinyl estradiol 


0,005 


0,010 


0.020 


Mestranol 


0.005 


0.015 


0.040 


Quinestranol 


0.005 


0.010 


0.030 



22. Produkt nach Anspruch 21. worin das Estrogen ausgewahtt ist aus Estradiol. Estradiol-1 7p, Estradiorvalerat kon- 
jugierten Pferdeestrogenen, Estron. Piperazinestrortsulfat (Estropipat). Ethinyl estradiol. Mestranol und Quinestra- 
nol. 

23. Produkt nach irgendeinem der AnsprOche 19 bis 22. worin das Estrogen und Progestogen in einer Form vortiegen. 
in der sowohl das Progestogen als auch das Estrogen kontinuiertich und ununterbrochen verabreicht werden. 

24. Produkt nach irgendeinem der AnsprOche 19 bis 23, worin das Progestogen und Estrogen beide in Form einer 
Zusammensetzung zur langsamen Fretsetzung vorliegen. die zur Implantation oder intramuskul&ren Injektion 
geeignet ist. 

25. Produkt nach irgendeinem der AnsprOche 1 bis 1 6 oder 1 9 bis 24, worin das Estrogen konjugierte Pferdeestrogene 
darstellt und das Progestogen Medroxyprogesteronacetat darsteltL 

26. Produkt nach irgendeinem der AnsprOche 19 bis 24. worin cfie Zusammensetzung oder Zusammensetzung en 
Estrogen urnfaBt bzw. umfassen. das aus Estradiol, Estradiorvalerat und Estradiol- 17p in einer Menge im Bereich 
von 20 bis 100 mg. vorzugsweise etwa 100 mg. ausgewahtt ist 

27. Verwendung von Estrogen zur Hersteilung eines Produkts zur Behandtung von StOrungen in der Menopause oder 
Postmenopause einer Frau. dadurch gekennzeichnet da8 das Produkt wie in irgendeinem der vomergehenden 
AnsprOche def iniert ist 

28L Verwendung von Progestogen zur Hersteitung eines Produkts zur Behandfung von StOrungen in der Menopause 
oder Postmenopause einer Frau, dadurch gekennzeichnet daB das Produkt wie in irgendeinem der An^rOche 1 
bis 26 def iniert ist 
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Revindications 

1 . Produrt destine au traitement des troubles menopausiques ou postmenopausiques. comprenant en association, un 
progestatif at un oestrogene sous une forme dans laquelle le progeslatif doit etre adrrrintstre de facon ininterrom- 
pue a une posotogie quotidienne equivalente a ('administration orale de levonorgestrel en une quantity de 0.025 
mg a 0.075 mg et I'oestrogene doit etre admtnistre par administration cyctique en une quantity a une posotogie 
quotidienne equivalente a radministration orale d'estradiol en une quantrtd de 0.5 mg a 2,0 mg. 

2. Produrt salon la revendication 1 , dans lequel le progeslatif est administre & une posotogie quotidienne equivalente 
a 0.025 mg a 0.050 mg de levonorgestrel administrd par voie orale et roestrogene est administre £ une posotogie 
quotidienne dquivalente a 0,5 mg a 1 .0 mg d'estradiol administre par voie orale. 

3. Produrt selon la revendication 1 , tequel comprend une plurality de presentations unrtaires destinies a I'administra- 
tion orale. dans lequel i'o estrogens est administre selon un regime posologique comprenant : 

i) radmtnistration continue de I'oestrogene pendant une dur6e comprise entre 20 et 120 jours a une posotogie 
quotidienne dquivalente a ('administration orale d'estradiol en une quantity de 0.5 mg a 2.0 mg, suivie de 

ii) la suppression de radministration de roestrogene pendant une duree comprise entre 3 et 7 jours. 

4. Produrt selon la revendication 3, le produrt etant une presentation murtipreparation et comprenant egalement le 
mode d'emploi de la preparation d'une maniere d6f inia 

5. Produrt selon la revendication 3 ou 4, dans lequel roestrogene est aoYrtinistre a une posotogie quotidienne equrva- 
lente a 0.5 mg a 1 .0 mg a" estradiol administre par vote orale. 

6. Produrt destine au traitement des troubles menopausiques ou postmenopausiques. comprenant en association, 
un progestatrf et un oestrogene sous une forme dans laquelle le progeslatif doit dtre administre de facon ininter- 
rompue a une posotogie quotidienne equivalente a radmintstration orale de levonorgestrel en une quantrte corn- 
prise entre 0.025 mg et 0,075 mg et Toestrogene doit dtre admintstre de facon ininterrompue en une quantrte a une 
posologie quotidienne equivalente a radmintstration orale d'estradiol en une quantrte comprise entre 0,5 mg et 2,0 
mg, a la condition que. lorsqu'on doit administrer du valerate d'estradtoi ou de 1'acetate de norethisterone, la poso- 
togie quotidienne maximale dudrt valerate d'estradiol sort equivalente a radmintstration orale d'estradtoi en une 
quantrte da 1 ,0 mg. 

7. Produrt selon I'une quetoonque des revendications 1 . 3. 4 ou 6, dans lequel I'oestrogene est seJectionne parmi les 
composes suivarrts a des posotogies quotidiennes allant de quantrtes equivalent as £ I'ad ministration orale des 
posofogies aux minima indiques a des quantites equivaJentes a radministration orale des posotogies aux maxima 
indiques (en mg): 
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Posdogie 
minimale 


Posologie 
maximal e 


Estradiol 


0,500 


2 


csu aoiot" 1 1 p 


n snn 


& 


valerate o esiraoioi 


U.3UU 


o 


Oestrogenes equina conjugues 


0,300 


2,5 


Estrone 


0,300 


2,5 


ouiiaio u esuuno"pipefaZinB \ esu ufji^Mie/ 






Estrlol 


0.050 


0,5 


Succinate cTestriol 


0.050 


0.5 


Phosphate de polyestriol 


0.050 


0.5 


Oestrogenes de synthase (phenylsterofdes) 






Ethinyl estradiol 


0.005 


0.020 


Mestranol 


0,005 


0.040 


Quinestranol 


0.005 


0,030 



Precede seton la revendicatkxi 1 ou selon I'une quelconque des revendications 3 4 7, dans I equal le progestatif est 
selectionne parmi lea composes suivants & des posologies quotitf ennes allant de quantites equival entes d radmi- 
nistration orale des posologies aux minima indiques & des quantites equival entes & ['administration orale des poso- 
logies aux maxima indiques (en mg): 
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Posologie 

• III! UiIkUQ 


Posologie 

i IICUMIIICUV 


J 


L-ovv)nurg v&u w 


0 09S 


\J,U / 3 






u.uou 


ft 




(NUTQu ill HJlOfla ^nOf mniSIofunfll 


ft m 


1 ft 


10 


mcqioTw as no* etninQrone ^nor euitsiororiej 


u,iu 


1 ft 




u lacerate o einynoutoi 


U, 1U 


1 tO 




D progesterone 




30 




Acetate de rnedroxyprogesterone 


1 


15 


16 


Norethynodrel 


0.200 


5 




A It- ■ > J . . ■ 

Allylestrenc* 


1 


10 




Lynestrenoi 


0,100 


2 


20 




n 

U,U9U 


1 

■ 




Medrogestone 


1 


10 




Norgestrienone 


0.020 


0,2 




Dimethisterone 


0,500 


15 


25 


Ethisterone 


1 


25 




Acetate da cyproterone 


0.100 


10 




Acetate de chlormaolnone 


0.100 


1 


30 


Acetate de megestrol 


0.100 


10 



33 9. Produit seton la revendication 6, dans lequel te progestatrf est adrrrinistre de facon ininterrompue a une posologie 
quotidienne equivalente a r administration orale de levonorgestrei en une quantrte comprise entre 0.025 mg at 
0,075 mg et I'oestrogene est administre de facon ininterrompue a une posologie quotidienne equivalente a Padmi- 
nistratfon orale d'estradtol en une quantite comprise entre 0.5 mg et 1 .0 mg. 

40 10. Produit seion rune queiconque des revendicatione 1 a 9, dans lequel I'oestrogene est seJectionne parmi les com- 
petes suh/ants \ des peso log les quobdi ernes aJlant de quantrtes equivaJentes a radministration orale des posofo- 
gies au* minima indiques a des quantrtes equivaJentes a radministration orale des posologies aux maxima 
indiques (en mg): 

45 



so 
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Posologie 

mi ni ma la 


FosoJogie 

1 1 ia aii i tents 


PdrsM-iirtl 
ColIcSJJUt 




i 


Estradiol- 1 73 


0.500 


1 


Valarata d'astradid 


0,500 


1 


uiAuuyorieS equine conjugues 


ft *Vlft 


ft A 


Estrone 


ft OAA 


u.o 


Sulfate d'estrone-aiDarazina (astrooiData) 


0,250 


0.5 


Estrtol 


0.050 


0.100 


Succinate d'estrial 


0.050 


0.100 


Phosphate de poJyestriol 


0.050 


0.100 


Oestrogdnes de synthese (phenytsterokJes) 






Ethinylestradiol 


0.005 


0.010 


Mestranol 


0.005 


0.015 


Qiinestranol 


0.005 


0.010 



Produit seJon Tune queJconque dee revendications 1 a 10, dans lequel le progestatif est seJectionne parmi les com- 
poses suivante a dee posologies quottdiennes allant de quantrtee equivalentes a radministration orale de posoio- 
giee aux minima indiquea a dee quantrtee equivalentes a I'adrrunistration orale dee posologies aux maxima 
indique* (en mg): 
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Posologie 

mlnlmcllQ 


Posologie 
max i male 


l evonorg esir ei 


ft nos 


0,050 


ul *f10f y 8SIT 61 


U.U50 


0,100 


wc* etntnorone (noretnistefonej 


0,13 


0,30 


Acetate do noretrttnarone (noretntsterone) 


0,10 


0,20 


U lacerate d etnynodiol 


0,10 


0,30 


Dydrogesterone 


5 


10 


Acetate de medroxyprogesterone 


1 


2,5 


NarethynodreJ 


0,200 


1 


AllyleslrenoJ 


1 


2 


Lynestrenol 


0,100 


0.200 








Medrogestone 


1 


2 


Norgestrienone 


0.020 


0,050 


Dimethisterone 


0.500 


1 


Ethisterone 


1 


2,5 


Acetate de cyproterone 


0.100 


0.5 


Acetate de chlormadlnone 


0,100 


0.300 


Acetate de megestrol 


0,100 


1 



12. Produrt selon la revendication 7 ou la revendication 10. dans lequel roestrogene est selectionne) par mi restradiol, 
restraclol-17p, le valerate d'estradiol, les oestrogenes equine conjugues, ('estrone, le sulfate d'estronepiperazine 
(estroprpate), rethinyl estradiol, le mestranol et le quinestranoi. 

1 3. Produrt selon la revendication 8 ou la revendication 1 1 . dans lequel le progestatif est selectionne par mi le levcnor- 
gestreJ. le dl-norgestreJ, la norethtndrone (norelhisterone), I'acetate de noretNndrone (norethisterone), le diacetate 
d'ethynorfol. la dydrogesterone. I'acetate de medraxyprogesterone, le noretnynodrel, i'aiiyiestrenoi, le lynestrenol, 
I'acetate de quingestanoi, la medrogestone, la norgestrienone, la dimethisterone. I'ethtsterone et ('acetate de 
cyproterone. 

1 4. Produrt selon Tune quelconque dee revindications precedentes. dans I equeJ roestrogene est selectionne par mi les 
composes survants sous une forme a administrer a des posofogies quotidiemes equivalentes a {'administration 
orale du compose a approximativement la quanttte mentionnee : 
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Posologie 
quotidienne (mg) 






Estradiol- 170 


1 


Valerate d'estradtol 


1 


Oestrogenes eqiirrs conjuguea 


0,600 


Estrone 


0.600 


Sulfate d*estrone-pipera*ine (estroptpate) 


0,500 


Ethinylestradiol 


0.010 


Mestranol 


0.015 


Quinestranol 


0.010 



15. Produrt seton I'une quelconque des revencflcatkms precedentes, dans lequei le progestatif est selectionne parmi 
les composes suivanta sous une forme a administrer a des posoiogies quoticfiennes equivalentes a radministration 
orale du compose a approximativemerrt ta quantrte mentionnee : 





Posologie 
quotidienne 


Levonorgestret 


0.050 


dl-norgestreJ 


0.100 


Norethindrone (norethisterone) 


0,30 


Acetate de norethindrone (norethisterone) 


0,20 


Diacetate d'ethynodiol 


0.30 


Oydrog ester one 


10 


Acetate de medroxyprogesterone 


2.5 


NorethynodreJ 


1 


Altytestrenol 


2 


Lynestrenot 


0.200 


Acetate de quingestanoi 


0.200 


Medrogestone 


2 


Norgestrienone 


0.050 


Dimethisterone 


1 


Ethisterone 


2.5 


Acetate de cyproterone 


0.500 



1 6. Produit seJon i'une quelconque des revendications precedentes, dans lequei roestrcQune et le progestatif sont 
selectiortnes parmi les associations suivantes : 
Estradiot/levonorgestrel 
Estradiol* 1 7fVlevonorgestreJ 
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Valerate d'estradloWevonorgestreJ 

Oestrogenea equina ccrijugues/levonorgestre* 

EstradtoiAil-norgestrel 

Estradiot-1 7[Vdl-norgestret 

Valerate d'estradiol/dl-norgestreJ 

Oestrogen es equina ccrijugues/dl-fiorgestrel 

Estradid/hor&hindrone (norethisterone) 

Estradioi*1 7p/norethlndrone (rwethisterone) 

Valerate d'estradlot/horethindrone (norethisterone) 

Oestrogertes equina conjuguea/horethindron« (norethisterone) 

Estradlot/acetate da norethindrona (norethisterone) 

Estradid-1 7(Vacetate da norethindrone (norethtsterone) 

Valerate d'estradiol/acetate da norethindrona (norethisterone) 

Oestrogertes equina conjugues/acetate da norethindrona (norethtsterone) 

Estradkx/acetate da medroxyprogesterone 

Estradiol- 1 7(Vacetata da medroxyprogesterone 

Valerate d'estradiol/acetate de medroxyprogesterone 

Oestrogenea equina conjugues/acetate da medroxyprogesterone 

17. Produit salon Tuna queioonque dea revendlcationa precedentea, dans laquei I'oestrogene eat la 1 70-estradid et le 
progestatif est selectkxine par mi la dl-norgestrel et la levonorgestrel. 

ia Produit selon la revendication 1 7, dana I equal ledtt oestrogene est le 1 7p-estradd et I edit progestatif est le dl-nor- 
gestrel ou le levonorgestrel. la niveau posdogique quotiden dudit 1 7^- estradiol etant cf environ 1 mg, le niveau 
posdogique quotkfen dudit dNiorgeatrel (lorsquil present) etant d'environ 100 ng et le niveau posdogique quoti- 
dian dudit levonorgestrel (lorsqu il est present) etant d'environ 50 pg. 

19. Produit destine au trait ement des troubles menopausiques et postmenopausique, cornprenant en association, un 
progestatif et un oestrogene, dans I equal la progestatif doit dtra admtnistre da facon ininterrompue a una posoJogie 
quotidienne equivaJente a radministration oraie de levonorgestrel en une quantite atteignant au maximum 0,075 
mg at I'oestrogene doit etre administre sort de facon ininterrompue soit de facon cy clique en une quantite 4 una 
posdogia quotidienne equivaJente a ['administration orale d'estradid en une quantite atteignant au maximum 2,0 
mg et le progestatif au rnoina se presents sous la forme d*une composition a liberation fente convenant a limp tan- 
tation ou a llnj action intramusculaire. 

2a Produit selon la revendication 19. dana (equal le progestatif est selectkxine par mi lea composes suivants en com- 
positions cornprenant le compose a la quantite incfiquee et dont le r emplacement est prevu apres lee durees ind- 
quees : 



Implants de progestatif 


Quantite totaJe (mg) 




Duree 


Preferee 


Mintmale 


Maximale 


Levonorgestrel 


tous les 2 a 5 arts 


50 


25 


100 


dl-norgestret 


tous les 2 a 5 arts 


100 


50 


200 


Norgestrienone 


*ous les 1 a 2 ans 


100 


25 


200 


Acetate de norethtndrone 


tous les 2 a 4 rmis 


100 


25 


200 


Depots intrarnusculairea de progestatif 










Acetate de medroxyprogesterone 


tous les 3 mots 


150 


50 


500 


Enanthate de norethtndrone 


tous les 3 mots 


50 


20 


400 


Hexanoate de gestrond 


tous les 3 mois 


100 


50 


400 


Algestone acetoph ankle 


tous !es /nois 


50 


20 


300 


Hexanoate rfhydi axy pi ogesterone 


toutes »es s^i^aines 


100 


50 


250 


Caproate dTiydroxyprogesterone 


2 'bis / ser*aine 


100 


50 


250 
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?1. Produit sefon la revendicatton 19 ou la revendication 20, dans lequel roestrogene est selectionne parmi les corn- 
pesos suivants a das posdogies quotidiennes altant de quantrtes equivalentes a I'administration oraJe des posolo 
gies aux minima indiques a des quantites equivalentes a I'administration orale des posologies aux maxima 
indiques (en mg) : 





Posologie 


Maximum 


Maximum 




mintmale 


prefer* 




Estradiol 


0.500 


1 


2 


Estradiol- 170 


0,500 


1 


2 


Valerate d'estradtol 


0.500 


1 


2 


Oestrogen es equina conjugues 


0.300 


0.600 


2.5 


Estrone 


0.300 


0.600 


2.5 


Sulfate d'estrone-piperazine (estropipate) 


0.250 


0.500 


2.5 


Estrioi 


0.050 


0.100 


0.500 


Succinate d*estriol 


0.050 


0.100 


0.500 


Phosphate de potyestrid 


0.050 


0.100 


0.500 


Oestrogene* de synthese (phenyfsteroides) 








Ethinyl estradiol 


0.005 


0.010 


0.020 


Mestranol 


0.005 


0.015 


0.040 


Quinestranol 


0.005 


0.010 


0.030 



22. Produit sefon la revendication 21 . dans lequel roestrogene est selectionne parmi I'estradiol, I'estradiol- 170, ie vale- 
rate cf estradiol, les estrogenes equirts conjugues, lestrone, Ie sulfate d'estrone-piperazine (estropipate). i'ethiny- 
lestradiol, Ie mestranol et Ie quinestranol. 

23. Produit selon Tune quelconque des revendicationB 19 a 22. dans lequel I'oestrogene et le progestatif se presentent 
sous une forme a iaquelle le progestatif et roestrogene doivent etre admirestres de facon continue et inirrterrom- 
pua 

24. Produrt selon rune quelconque des revendications 19 a 23. dans lequel le progestatif et i'oestrogene se presentent 
sous la forme cTune composition a liberation lente convenant a Hmplantation ou a llnjection intramusculaira 

23. Produit selon I'une quelconque des revendications 1 a 16 ou 19 a 24. dans lequel i'oestrogene est les oestrogene 
oquins conjucues et le progestatif est I'acetate de medroxyprogesterone. 

26. Produit selon I'une quelconque des revendications 19 a 24. dans lequel iadite composition ou lesdrtes composi- 
tions comprennerrt un oestrogene selectionne parmi ('estradiol, le valerate cTestraxfiol et l'estradioM7p en une 
quantrte comprise dans la plage de 20 a 1 CO mg, de preference egale a environ 100 mg. 

27. Utilisation d'un oestrogene pour la preparation tfun produit destine au trartement des troubles menopausaques ou 
postmencpausiques chez *a femme. caracterisee en ce que le produit est tel que defini dans I'une quelconque des 
revendications precedences, 

2d. Utilisation d'un progestatif pour la preparation d'un produit destine au trartement des troubles menopausiques ou 
pc^tmenopausiques chez la femme, caracterisee en ce que le produit est tel que deftni dans I'une quelconque des 
revendicatiorts 1 a 26. 
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